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Clinical Staging of Prostate Cancer
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No palpable tumor Extension beyond Invasion of neighbor-
confines of gland ing structures

Evaluation of local involvement and spread beyond confines of gland follows
diagnosis of prostate cancer
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A Fibroblast growth factor (FGF) family:

I Includes at least 22 different genes (FGE2Q)
encoding related polypeptide mitogens.

I can stimulate the proliferation of a wide
variety of cells.

| are expressed abundantly in prostate tissue.

| are required for prostate cells to grown
vitro.
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" located in cell membrane
bind FGFs and mediate the action of FGFs.

iInclude four high affinity tyrosine kinase
receptors (FGFR4).

iInvolved in the regulation of cell growth,
development, and differentiation in a variety
of tissues.

have increased tyrosine kinase activity in
response to binding FGF

work in pairs at cell surface
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HYPOTHESIS

A Prostate cancer cells are dependent upon FGFR
signaling for survival and proliferation.

A Disruption of this signaling pathway by
expression of a DN FGFR protein might
contribute to death of cancer cells and can be

used as gene therapy adjuvant to current
treatment options.

A Analysis of gene expression profile in DN FGFR
transfected cells might help our understanding
of how DN FGFR works and the differentially
expressed genes determined by microarray

analysis can be used as targets for prostate
cancer therapy.
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Dominant negative FGF receptor

A

What is a Dominant Negative Mutation?

Answer: A mutated gene produces a mutated protein
that blocks the function of a normal protein.
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FGFR DN markealy decreases
phosphorylated FGFR-1

LacZ FGFR DN
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FGFR DN inhibits proliferation of prostate
cancer cells
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FGFR DN blocks cells at G2/M
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FGFR DN treated cells showed more cells at G2




